(12)^»«SA*»lcS^^T4M8**LfcSBtllB 



Hi 



(i9) tt*ttft)R*mH 

(43) BR4HKB 
2002 ^3 £ 14 B (14.03.2002) 




PCT 



(10) BRttflHM 
WO 02/19975 Al 



(51) SfS^S^S 7 : A61K 7/06, 45/00, A61P 17/14, 
43/00// A61K 31/506, 31/519, 31/505, 31/47, 31/4365, 
31/472, 31/4188, 31/437, 31/5377, 31/52, C07D 215/42, 
217/22, 239/42, 239/48, 401/04, 471/04, 473/34, 487/04, 
495/04, 498/04, 513/04 



PCT/JP01/07537 
2001 ^8^31 B (31.08.2001) 



(21) SlgfflES^: 

(22) SfgtiJSB: 

(25) mtetiimowm: 

(26) m&'Amon®: 



(30) gffcjf^-*: 

1#il2000-269291 2000 ^9 R 5 B (05.09.2000) JP 

. (71) ffiffiAr*S^^<^T(DmSgllcoi>T;:*iEltai 
tfcSt £tt (TAISHO PHARMACEUTICAL CO., LTD.) 
[JP/JP]; f 170-8633 ^^IB®^IESBa3T S 24#1^ 

! Tokyo (JP). 

(72) fccfctf 

(75) r*HlZ-3L^T©^;: JfifflW* 

(DCEDA, Aklko) [JP/JP]. aOj ffi (OKUYAMA, 
Shigeru) [JP/JP]; T 170-8633 mS:t5fi&EiSS3T S 
24#l^*IElJ31ft3e#*±rt Tokyo (JP). ft 
(SHIBASAKI, Tamotsu) [JP/JP]. HQ (KAWANA, 



Seiji) [JP/JP]. ft?M3i (KANEKO, Katsumi) [JP/JP]: 
Tll3-8602Smi55:ME^a^lTgl#5^ B*g 
f4*^fl Tokyo (JP). 

(74) ftSA: #3± SHiEft. tt(SHIGA,Masatakeet 
aL); T169-8925 msitIS«ff§B;Sfflf£iS = T g 23#3 
* OR e;U Tokyo (JP). 

(81) ftJgB (SUfy: AE, AG, AL, AM, AT, AU, A2, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL ; TJ, TM, TR, 
TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW. 

(84) tufem (OM): ARIPO »ff (GH, GM, KE. LS. MW, 
MZ, SD, SL, SZ, TZ, UG, ZW), ^-^ vT^ft (AM, 
AZ, BY, KG 5 KZ, MD, RU, TJ, TM), 3 - P y 
(AT, BE, CH, CY, DE, DK, ES, FI, FR. GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR), OAPI «tf (BF, BJ, CF, CG, 
CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 



(54) Title: HAIR GROWTH STIMULANTS 
^2 (54) £E0)€&: W^&J 

V) (57) Abstract: Hair growth stimulants containing a corticotropin release factor (CRF) 1 receptor antagonist as the active ingredient 
0\ (57) 



*«!fi(l3/^3hoey&|ijaf (CRF) l$t»7^^hHS!l 



WO 02/19975 



PCT/JPOl/07537 



$R $13 iff 

t'^jfrm®* (CRF) lS*«:r^^=f=.^ hSr^rS*^i:i-5W€«lfcHi- 

>Sff W(-A5 i: ^fiAftlWa©ii»[f±#Jl: U ^ &fiT # h «fc D jlffi L 
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*itv^„ CRFte€&£{b«K, tfcCRFSSfrtt^ft 

ricJUW^fc^TffiV*:: t^^P>^^$nTV>5 (FAS EB 12, 2 8 7- 
2 9 7 (1 9 9 8) ) . La»bfc#e> % s&jfcjifcfcf* 6 C R F OftHtoV^Ttt 
W*fc*tLT*5fe-f^ CRFMCRF^jy^^ b^fiAftHlia/ 

lt, m&ft&mm y £mwo 95/34563, wo 94/13643, w 

094/1 3677, WO 94/13676, WO 95/33750, WO 9 6 
/3 5 6 8 9, WO 97/29109 , WO 97/29110, WO 9 8/35 
10, WO 9 8/8 8 4 6, WO 9 8/8 8 4 7, WO 9 8/2 7 0 6 6, WO' 
98/29397, WO 98/35967, WO 9 8/4 2 7 0 6, WO 9 8/ 
4 2 6 9 9, WO 9 8/4 7 8 7 4, WO 98/47903, WO 99/145 
4, WO 9 9/1 0 3 5 0, WO 9 9/3 8 8 6 8, WO 9 9/40089, W 
099/45007, WO 9 9/5 1 6 0 8, WO 9 9/5 1 5 9 9, WOO 0 
/I 1003, WO 00/169 7<D&&mzfeCRF%:&ftT^?=f-X 
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^nhchr'r 2 (s:^^ R'RxfR'temt&tmmx'hz) vmztizm, 

j^OR 3 (x£tF\ R'ttTK^H^ Ct-107/V^/US, C 3 - 8 ix^ b7/^/H, C 
3 -b^^d7/^/1'Ci- 1 o7^^1 n Ci-eT/Wndrv-c^ioT/W^SSr^ 



A — 
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(I) 
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zttTfB^; (in) ~ (viii) 





-i 



R 4 



N 



(YT) 



N-Ar 2 
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N 




Ar 2 li/M3^*yl|f N Ci-eT/^^/l^S, Ci- 6 T/^3^v'S s Ci- 6 7;^^f 
tS, M)7;wto^f;kS, MJ :7/M-n y h ^g&l^N (R 7 ) R 8 
R^^R-ftl^-Xfi^^oTTRmJl^X^d-sT/^/l-S^^i-) -eSe^fts 

-tf^t, bry^^n, trys^s^ try^^st, >r 

J 

fllQ'tt^n^vjR^ C 1 -s7;^;H, **ySXl5«-*y£a>5>Wi*i,3 
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siriB3s:(iii)t?«siL<5^pai*f4 




Ar 2 Ar 2 
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XliSXttN-R s ^U RTJt % YltOXIlS^f] ©Vvf tifrb 1"5 ^ t # 





iu^wtctt, ^ (i) ©fb^&tex 

2 — [N — (2-^f;^-4-^y/ntVl'7x-;I/) -N-mfvl'T^ 
/] -4- [4- (3-7/^P7x^) -1, 2, 3, 6 -7 1 |> 7 fc Kn fc° 

y-^y-i — -6 -^/m'y ^ 

2- [N- (2-7'n^-4-^y7ntVU7x^) -N-xf^j^y] - 
4- [4- (3 -^/I^u^a^A-) -1, 2, 3, 6 — x h 7 fc Knt'Ui/y 
-l-^f/L'] - 6-^f;l/t'n^ 

2- [N— (2-/^/^- 4-^77nt>7xx;p) -N-^^yL^T 5 
/] -4- [5- (2-^^/W7jl^/V) -l, 2, 3, 6 — r h 7 t Kot°!) 
v^-l--^] - 6 -^^/L-t°y 5 v 5 ^, 

6- [4- (4-^Pn7i^) -1, 2, 3, 6-rb7fc Kntl^y- 
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4- (N-^/P-N-^/^T^y) -2, 5-^^-7- (2, 4, 6 

- MM^/l^^/U) -7H-t"nn [2, 3-d] h a ])^i>>, 

4- (N-/f/l/-N-xf/i,7^;) -2, 5, 6-MJ^^-7- (2, 

4, 6 - hJJ -7H-t°nn [2, 3-d] 

7- [M- (2-^ h^-^n^vP) 7^7] -3- (2-7n^-4-^77 

nfcT/K7 -5-^A—3H- [1, 2, 3] M)7 N /o [4, 5- 

d] t°P S 

2- (N-i/^ a7n f ;v-N-7o t» T ^ /" - 4 - (2, 4, 6- 

M^Wi^) 7U-6-^f/K [1, 3, 5] h!)7^ 

4- (N-iX^ tVl^^ ^/V-N-7°o fcVlO T J — 6 — (2, 4, 6- 
MJ^op7x=;k) T^y-2, 5 -v^fvUfy ^ v 5 ^, 

5- ^ on- 4- (N-^^nyntVMf;l/-N-/ot'^) T5/-6- 
(2, 4, 6-MJ^no7x=/V) T ^ / - 2 - ^ ^-/U t° 1) 5; 

2- [N- (2-^0-^-4, 6 - ^r^7 ^ -N-^^/P] 

-4, 6-^^f/H: 0 H^y, 

2- [N- (2-^n^--4, 6 h5->7^~sU) -N-^fvl'] 
-4-^f/V-6-^/V*!)/- [1, 3, 5] MJTv 5 ^ 

7- (2-^n^- 4, 6 -v>^ hdri/7^=/U) -2, 4-^f^-7H- 

foo [2, 3-d] t°y 

7- (N-Vi? o^n fcV^^^-N-^n tVW T^y-2, 5-v^?vV- 

3- (2, 4, 6 - h y t^/ls? ^~/l<) - 2H-t°7yn [4, 3-d] fc° U 

4- [N- (1 -^^-7°a t°/V) 7^/] -2-^f/V-8- (2, 4, 6- 

4- (N-i^ n^n tVM ^v^-N-l/n tV^T ^ /) -2-^fvl^-8- 
(2, 4-^dB7i=^) ^/JJy 

5- ^^/V-7- (N, N-^p kVVTS /) -3- (2, 4, 
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/V7i=/^ ^y [3, 2-b] fys?^ 

7- (1 -^/Vzfutf**/) -5-yfw-3- (2, 4, 6 - ^ 

fc'^y'n [1, 5 -a] t°y^^ N 

7- (N-^^/I^-N-^^T^/) - 2, S-v'y^/W'-S- (2, 4-Z? 
tuuy=c=-;V) K°yyu [1, 5-a] fc°D 

7- [N- (2-y f^S^fvu) -N-^o tf/VT $ / ) -2, 5-^y^vl- 
-3- (2, h^^7x^) f^yTn [l, 5-a] fDv^y, 

7- [N- (1 -^;V7u X^y] -2, 5-^^-3- (2-y 

f;W4-^ h^^7x^) fc 0 yy*n [1, 5-a] Ify^v^ 
4- (N-v^ n/n tVuy ^vl^-N-^n tV^T ^ /) -1- (2, 4, 6- 

mj y ^/vy^-zv) -ry^yy^, 

3- (2, 4-^PD7i=/l') - 5-y 7- (N, N-v^P t°/VX 

$/) t°nn [l, 2- a] fc°y 

6- (2-^na-4-^f^fv'7i-;l/) - 9 - v 5 ^^ a 7°n fcVU-y ?7U- 8 
-3Lj-;Vy°\) >\ 

5 -^/U- 3 -t^-ZV- 4 - ( 1 - y ^vlo^/V) -1- (2, 4, 6 — h y 
^D7i=;V) -1, 3 a, 4, 6 a —7" h7k Kn-< ^ ^y* [4, 5-c] 

5 -.x^vu- 3 - y *?-;v- 4 - (l-y^/u^/W -1- (2-/n^-4- 

yyn t°/U7^^/U) - 1 , 3 a, 4, 6 a-r 1^7t Ko^5^/ [4, 5 
-c] f^^-zK 

3 — [ (r) — ( 1 — y h^r^y^/p) yntvi^] -5-y^/i— 7- (2, 4, 

6-MJy^^^^/v) X ^ / — 3 H— [ 1 , 2, 3] M)7/n [4, 5- 

d] t°y ^ 5;^ 

3- >^^-5-y^-7- (2-7*n^-4-^ y^nt" 

/1^-6-y Ry7x^;U) 7^7-3H- [1, 2, 3] FJJT^n [4, 5 
-d] t°U 5v>>\ 

1- (l-^/^) -fut'/V-Q-ff/v-l- (2-ynn-4, 6-v^y^ 
^7z=;l^) X$y-1H- [1, 2, 3] hVTyu [4, 5-c] fc°JJ^>\ 
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1- (l-^/U) zfu¥;V-6-t?-/l>-4:- (2, 4-;/yn^7x^/V) 
TU-1H- [1, 2, 3] MJXyn [4, 5-c] t°Vi?y, 
1- ( 1 b^r^^^/U) ynh'jU-6-^^/U-4- ( 2 - * =f-)V- 4 - ^ 
h^rv^^^) 7^;-lH- [1, 2, 3] hJJT^n [4, 5-c] t°y 

4- (1 h^V^^/U- 2-^ h^rv^ai^T^/) -2, 

8- (2, 4-^0 0 7^) [1, 5- a] [l, 3, 5] h 

5 -t^-jV- 7 - (N, N-^aW^y) -2-^A—3- (2, 4- 
>5^an7x=/H t°y^D [4, 3-b] t°Vi?ls^ 

3- (2-^D^E--4-^ V?U \?/V7^-;\,) - 5 - * ^/U- 7 -^/Uft }) / 
-f-T^n [4, 5-d] if]) ^ v^- 2 -fty, 

9- (2-7 , n^-4-^y7 , ot°^7i=^) -6- (N-^ n/n 
f/V-N-7°nt>7^y) -2, 7-v^^-7, 9-i?tKn7!)y-8 

9- ( 2 -^n*— 4 -^ y/n fcVl^ rcn/V) -6- (N-'>^P7ohVM 
f^-N-7°n W$ /) - 2, 7 -v^^- 7, 9 - v>fc Fn^U 8 

4- (l-xfy^n^^v') -2, 6 -v^^-2- (2, 4, 6 - hJJ * 
/P) fan [2, 3-b] fc°!Jv^ 

3- (2, 4-^an7i=;H -5-^/^-7- (3-^^/U) T 5 y 

— ( y**y-y-/is 14, 5-d] t-y^v 5 ^ 
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C3- 8 ^o7^C.- 1 o7;V^llt Ca-siX^ DT/l^dr/^Si: C1-10T 
*/umtes C a - 8 ^y DT/^=3r/^£<^Cl-6T/^^/^S^^tfc7T^^^•LTV^ 

U mz.lt, * b^S, ^h=3r^£, 7°n^^riXS, ^f^rv'K, 

M^fi, y h^yy^/i'S. y f^y^/i^ y h^yn t°/um, ^i*^ 
-7/^0 7x^1, 4 - y p P7x=^l, 2 -y ^vi^y^— /kg&i^^ 
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tit, Ar 2 ©*«MirLm 2-^Wt-4->fy^ntf/l/7i = 
2 - T'n^— 4 - /f y/n f/V7x-;l/S, 2, 4, 6-f!J^f;V7i 
2, 4-v>^pp7i=;H n 2, 4 - p ^7 ^-;v£ n 2, 4, 
0-M)^nn7i -^S, 2 - ^ ?vV- 4 h *ri/7 = 4-^77° 
D^isA'i, 2, 4-v?^ h^rv'-6-7*n^7x^l > 2-^/U- 
4-^ f^fi/7i=;H, 2, 4-v^ 2-^n^-4, 6 

-v 5 ^ h=3rV7^=/PS N 2-*nn-4-* l^S^a^/l^ 2-7'd^- 
4-'fy7'n^7i=/Pl, 2-^nn-4, 6-i?^f;V7i=;uS, 2- 

<Dt&&m?bhZ>o #3§9I<£>CRF lgi##T h©<5Klfct4 % ^C 

RF l^flsjy^^^ f<E>zkftl^ (l*|Pfe % 27kftl^ i/27k.mm. 3 
TkfOtJ^if) t^Stl*. £fc. CRF l^ift7y^=7 h****!*-?-^ 

■a$tL6 0 35 K N #3§9!<Z>CRF lft<*7^^^ h©*&lflll::tt-t<0&#g 

n/ufahnt'yM^ (CRF) nU^TU^^O^m^f- KT?*>5. 
^TSBtf>£>ifcttJ£;ix£:CRF«\ Ti^OCRFg^l^U Tifr^b 

ifinfj^ ©iJfP&ffffljK^/^^ (AC TH) (D-fomZi&mi-Z), TSfo^bifetH 

CRFg^ft^te,. ^^7 B 1M5.T>'^^7°2M^$ ) I9 N # 4 7* 2 WltlEK ai 

«^.tf N CRF^^7 B 2M^#:tt'L^^S.^#^&S^li^tTV^S 0 L 
T N UEi£Lfc«fc 5 fc N CRF^^T'lIf^ (CRFlM) fi^!7*<£& 
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tftD^Umfrb^LX^ZZhfrfemZtlX^Z (FAS'eB 12, 28 7 
- 2 9 7 ( 1 9 9 8) ) %%\Z&ttZCRF<D®mi*5fctzmbfr\C£tlT\ / ^ 

<Df&&zmmi-z>^mm*hzt%z.. nnwft*n&it 0 *r©*t*. crfi 

ri£JLfcBL7io - 

rrx% cRFigM7y^^fi 

LTfiCRF l5*#fc»ttf^fflSr#i-5i-^T©ft**bSr^tp. CRF 
|43/i,fnhD^y]|S[{t}*;^y (CRH) % AC T HjfcfctfiB^- fc5 V^t = /^ 

(DO. O0Ol~10ii% N »*L<f±0. 001~5lf%, J!tff$L< 
f± 0 . 0 0 1-1 Sfi%"Cfc 3 0 0 . 0 0 0 1 li%*iTflf^M©ST*+ 

f± % CRF1^7^^7h, «ittf-jtt^ (I) 
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(i) (Dit^m. zmm±w®Lozm£ mmu m**!, mai, 

s^k MSI. ®&Mft¥(omWikLXfem-f?>Zkj!)m*L\<\ 
Milts ^CRFS*frttflcSrfflv^■CT*y1f/^gS&€fiSr^^ia^SfefeUfc1^> 

& mm -t 5 #> <d ft & © ^ttg 
mmn : ^cRFft ^tist/^oMM 

T^fiT»@^L7>o -t©^7 7-f ^JtSrf^KL, 1%BSA»PBS 

MT?6 O^IB^SLfe. ^LT, KCRFS*M*CRF-RI 
(fy^^/PX) 1 |i g/m 1 t 4t)T?— KtS*S$*^ i^Tfc'^Wfcfcvt 5 ? 
I g G -t©^^ ABC standard kit 
— ) AEC substarate (v^V) £fflV>T3§fe£-e:fc 0 
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j 7 t> hit mi) . 

*fcft2IIlB©^&#{tjfWI!S£, 1. 5 X 1 0 4 c e 1 1 s /w e 1 lift 5 J; 5 
K2 4^1^- Mn#IlU KGM-2tfiT-Sfeig*L7c 0 it^H^ 4 ! 
?»<£SSgJti&KBM-2 (HftttSd) fcSJfeU £e>K6l$P B Mi##£fTofc 0 

■t©gL CRFlS*ft7^i=7f"?fc5 2- [N- (2-^/1^;*— 
4-^y^Pt>7x^) -N-^/VTS /] -4- [4- 
7x^;P) - 1 , 2, 3, 6-r h7t Kofyv'y-l-^/U] 

%i?>*mmzmuL7 2#mmm&?T\<\ mmt&Tmmm&tece 1 1 

counting kit (fQftHM) £J^T$J£L7c 0 2O0g^5CR 
Flg»^d'-7h©i^ (0. 3/xg/mK 1/xg/ml) ^f^T" 

ii&KJf i&O 1 / 1 OfiOWST- lKJISr«FJfilc*apU x i§*^TB#, 

5fe^ (O. D. 4 5 0 nm/6 9 0 n m) £»£Lfc„ *HJ&8c£ &3fe&fi N « 

fcO. 25~8X10 4 cel 1 s /w e 1 1 ©<5HTiE<DffiB8B9^SB«> 6>H5 

^<Z)^m, CRFlfM7y!?^H'fc6 2- [N — (2-^/1^*- 
-4--Y y7"P t*^7ai=/l') -N-xf^7$;] -4- [4- 
D7x^u) -l, 2, 3, 6-fh7tKntfJli?y-i->f^] - 
/Hfy 5^^A<bttte©Kt»«EJtjgtt^i--5r btfWtbfrizteofz (0 2) 0 
B^itt^Swe 1 W^CRFl^T^d'- 
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It * <D & IS 



1. CRF l&®ftT>**-X h*#»*5>t-f-5W^3Wo 

2. CRF1^7^^h^(l) 

A— Z (I) 

^/l^ C 3 - 8 iy^ nT/^=3r/l^^ C3- 8 ^^p7/^/>Ci-,o7/^1 n Ci- 

SOR 3 (5£<£ N R 3 te7k*J!lC^ Ci-ioT/l^/l^ C 3 - 8 ^^p7/^S s C 
a-a^^nT/^/VCi-HT/^i, Ci-6T/V3drixCi-ioT/l'3rA'££7Jt 

-f) T^^tiss, 

TBB5t(II) 



ZfiTIBS; (in) ~ (viii) 




N 
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(1) 
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19 



E— N 




XliCs-.^^DT/l^^C-eT/^/H^t) t^^HSS^L ; 

A r 'llAn^ylgf, Ci-.T/^I, C i — TjVzi Ci — TA"*A'?- 

•tf^at, evi?>m, *»$y>m. evm^m. -ty^y-y^m. 4y 
iQ'ii^o^yg^ Ci- 6 7/^/H, ^-^ysx^^-^ys^festftis 

EttNXIiCH^L ; 



3. itilE^:(III)T'*$^6^xn^S^ 
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/l^S, C3-8V/^n7^/HXttCs- 8 ^^D7/^C,- 6 7/^;H^U 
XliSIij:N-R 5 ^U &t>\ YttOXftS^f] <^Tft^-?;ib5::££ 
#m t -T5 ft 2 HBm^*€7?Jc 

4. Suf2^:(IV)TS$n5^XPm£^ 
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5. Mft3:(v)x«m£ti%^Tv^m& 




6. Mia^;(i)<o^^^ x 

2- [N — (2- j-J-tVj-Jr- 4-4 yzfu\f;V7 3L~;l>) -N-^/UT 5: 
/] -4- [4- (3-7/^n7i^) -1, 2, 3, 6-TF7tFnf 
U v>V- 1 --f /Kl -6 -^fvUfU ^ 

2- [N- (2-7'n^-4-^y/n tVl^^-yU) -N-^A-T^/] - 
4- [4- (3-7/Vtn7i=/P) -1, 2, 3, 6 -x h 7 t Kn f y i?y 
-l--f/i/] 

2- [N- {2-*=f-;v^Jr- 4-4 V7u -N-af;u7 $ 

/] -4- [5- (2— ^^v^^n/l/) -1,2, 3, 6-x h7t Kn t°y 

6- [4- (4-^DD7x-/l/) -1, 2, 3, 6-X hyt Knt°y 
1-4/^1 - 9 - (2-^^-/^^--4--r 77n tVl^^-A-) 
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4- (N-^-N-xf/vr^) -2, 5-v^fvU-7- (2, 4, 6 

- MJ ^f/V7x=/U) -7H-t°P D [2, 3-d] bfy^v?^ % 

4- (N-Zf^/U-N-^/VT^y) -2, 5, 6-hU^^-7- (2, 

4, 6-M)^f^7x=;l/) -7H-t°nn [2, 3-d] t°y^v^ x 

7- [tT^- (2-7- hdr^oc^/V) 757] -3- ( 2 -7*B^- 4 y 7" 

P^7x-;k) -5-^f;U-3H- [1, 2, 3] [4, 5- 

d] try * *y>\ 

2- (N-V^ p7o f/M^/V-N-7 P n tf/V) T^7-4- (2, 4, 6- 
M)^f/U7x=/V) 7^7-6-7 =f-)V- [i, 3, 5] MI7^ 
4- (N-^:7 P7 B n tf/wy f/l/-N-7P fcTAO 7 5:7-6 - (2, 4, 6- 
MJ^oc7x=/>) 7^7-2, 5 -v^y^/ufy 

5 P p - 4 - (N-->^ P7°P fcVl^y ^/l^-N-7 P n fc°/l^) 7 5 7—6— 
(2, 4, 6-h!)^Dc7x-^) 7^;-2-^f;H: , !j5v ? y s 
2- [N- (2 -^P^e-4, 6 -v>7 h^y^xvlT) -N-^^/U] 757 
-4, ^/Hf y 

2- [N- (2 -^P^-4, 6 -v>7 bdf-V7a=/U) -N-oc^/U] 757 
-4-y f-iV- 7- [1 , 3, 5] hPTv 5 ^ 

7- (2-7^P^-4, 6-^^^7x=/k) -2, 4-^f;l/-7H- 

t°pp [2, 3-d] t°y 5 

7- (N-^B7*nWf;l'-N-7 , 0^) 75 7-2, 5-^f;W 

3- (2, 4, 6-MJ^f/V7x=;U) - 2 H - t° y y P [4, 3-d] try 

4- [N- ( 1 - xf/v7o fcVV) 7 5 7] -2-y^-8- (2, 4, 6- 

h y y^y^^/i/) *yyv % 

4- (N—yy P7°n tr/vy ^-N-7°p tT/UT 5 7) -2 -7 ^-8- 
(2, 4-^PD7x^) =3r7y^, 

5- 7^/1—7- (N, N-i>7nt>7^) -3- (2, 4, 6-fyy^ 
/^x=M fx; [3, 2-b] t°yv?>\ 
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7- ( 1 -^As-fuiS**/) -5-/^/^-3- (2, 4, 6— hV tftV? 
^~)V) t°7^/n [l, 5- a] tf'J>;^y, 

7- (N-^;l/-N-xf/i,7^y) -2, 5-^^/1—3- (2, 4-v> 

^D7i^) [l, 5 -a] tfy^v^ 

7- [N— (2-p< h^v-oi^/v) -N-7°n tV^T ^ /) -2, 

-3- (2, 4 -v^ ^V7i=/V) t7/n [l, 5- a] tfKi?y, 

7- [N- (1 -xf/p/o tVU) T^7] -2, 5-^^-3- (2-^ 

^■/V-4-^ t°7>/n [l, 5- a] fc'y^v^ 

4- (N-^^n7*nkVu^f;l/-N-7 t ntVU75/) -1- (2, 4, 6- 

3- (2, 4- i?9 n p y^=z/U) -5-^^-7- (N, N- i?7n fc7l/7 
5:/) tfon [l, 2- a] tfy^v^ 

6- {2-? uu- 4- * y*ri/y =.~;v) - 9 - v 5 ^ p :/p tVM 5vV- 8 

5 -:x^vW- 3 -*=5-}V— 4 - ( 1 - ^ 5vl^^vl/j -1- (2, 4, 6- by 
^ p p 7i=^) -1, 3a, 4, 6a-Th7t Kp-T ^ [4, 5 - c] 

5- ^^U-3-y^/V-4- (l-^^/W^^) -1- (2-7*D^-4- 
^yyof^xx/U) -1, 3 a, 4, 6a-fh7tKo^^/ [4, 5 
- c] t°7/-/K 

3 - [ (R) - (1 h^ixy 7'PkVl'] -5-/^/^-7- (2, 4, 

6- M)^Wx=/k) 7?;-3H- [1, 2, 3] VVryn [4, 5 - 

d] t°y ^ 

3- (1-yPtVP) ^^-5-^^-7- (2-7D^-4-^y7"nf 
/V-Q-^ Y^-yy 7^-3H- [l, 2, 3] hyjVp [4, 5 

-d] fc°y 5v?y, 

1- (l-x-f-M T'p t°/k- 6 ^/P-4 - (2-^pp-4, 
^7x=/V) T5/-1H- [1, 2, 3] hVT^u [4, 5-c] ^y, 
1- d-^/I') 7°Dt>-6-yf^-4- (2, 4 -i/Zfu*:7 



WO 02/19975 PCT/JP01/07537 

24 

757-1H- [1, 2, 3] h!)7/D [4, 5-c] 

1- ( 1 — * h^ri/t^/U) yu (2-^^-4-^ 

h^^-A-) T ^y_ 1H - [i, 2, 3] bvryu [4, 5-c] t° y 

4- h^r^^^-2-^ h^ri/^^/WT$/) -2, 7-i^^- 

8- (2, 4-^DD7x=^) -fc^/n [1, 5 -a] [l, 3, 5] f 

5 -t^/U- 7 - (N, N-^n tVl^T^ /) - 2 - * 3 - (2, 4- 

i?^ n B7x^/V) t 0 7^n [4, 3-b] MWl/^ 

3- (2-^n^E-4--f yyu \f;Vy^=.;V) - 5 _ y 7 y y 
— *f~~T n [4, 5-d] t°y *S?>- 2-^^ N 

9- (2-yn^-4--f y7°ot>7x=^) -6- (N - n 7°n fc°/l^ 
^-N-/nt>7^) - 2, 7-^^-7, 9-i?t 

9- (2-7n^-4--f y/otVl^yx-zU) -6- (N-^n/ntVM 
^vl—N-yn fcVl-T^ /) -2, 7-v^?vU-7, 9-v?k KP/y>-8 

4- ( 1 -^A-T'd/K^v') -2, 6 -v^^/V- 2- (2, 4, 6 - h ]) * 

f^7x-y^^) ey^v^ 

4-^7^/l'-3, 6 - v?^ ^/V- 1 - (2, 4, 6-fP^f;W7x = 

/k) fnn [2, 3-b] ey-^> N &t>* 

3- (2, 4-^ao7i-/l/) -5-^^/U-7- (3— 7^7 
-^yt^t/-;P [4, 5-d] fys^y 

a> b & % m b s & * ft ^ r i £ # m t -r % m 2 12 m © w „ 
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8. CRFltf*7^^h^(I) 

A-Z (I) 

Ci-i^bTWI, C ! -,^^p7/^C.- I o7/1'^S, Ci- 

^NR'R ! R'XtfR^fltte^RITCfc*) T**£tl3g, 

^NHCHR'R 2 0£* N R^tKR'ttSlrlBi^ll-C*)*) -C*$*1,S3£, 

.-i^^o7/^Ci..o7/^i N Ci- s 7/>3=3r^C.- 1 o7/^i^ 
TfEit(II) 



zr±TE5* (in) ~ (viii) 




(H) 



N 
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R 4 

( Q 3 F-Ar 2 



R 4 




WO 02/19975 - PCT/JPOl/07537 

27 

Ar 2 (i/Nn^yj|^ Ci-eTVI^/Pg, C i- 6 7/^ ^ iXg, Ci-eX/l^/I^ 
R'^R^iH-Xtt^^oTTkm^Xfid-eT/^^/^^i-) -C^$tt^5 

mfrbmiihzm— 1> t < tes&5gmg£i~3igw-r5;&\ 1 1< ^g&s 

P-t> t< («&5g&S£l~3f@W1-5tf\ L< fSg&gfc^f Lftl^v 

tfps^at. tfyss^at, fy^^, -ry^iJ-y^sPL 

iQ 3 i^n>fygf v C I -e7/^/H > ^yS&tf^^yg^Jitffts 

y"-^x«t°y 5v^g|£^L ; 
EteNXIiCHSr^L ; RX$ 



9. mttamx-mztiz^irrimMft 
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10. mu3:av)x*m£}iz^vmmtf 
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11. wim&wx'mznz^Tnmmtf 




1 2. HUlB^d)©^^^, 

2- [N — ( 2 - ^ f /Vft- 4 ->f y t/V7x=/l/) -N-ni^/UT ^ 
;] -4- [4- (3-7^tP7i-/V) -1, 2, 3, 6~rf 7t K n t° 

2- [N- (2-7a ; t-4-l'y7 t n^7i^) — N-^Tvl'T $ 7] - 
4- [4- (3-7/VtD7x-;U) -1, 2, 3, 6 -x h 7 t Ko t° y v?^ 
-1-^T/U] - $ v^, 

2- [N- (2-^f/I/ft-4->f y7*o^l'7i=A') -N-xW^ 
7] -4- [5- (2-*3-;vy i^/u) -1, 2, 3, 6 -x h 7 t Kp fc° p 

6- [4- (4-^on7x^) -1, 2, 3, 6 f y t Ko tf y py- 
1-4 A*] - 9 - ( 2 - y f/l'f t- 4 — f 7 7n t%7 x-;U) 
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4- (N-^/W-N-^^T?/) -2, 5-^/^-7- (2, 4, 6 

-MJ^Wx=/W) -7H-fc°PP [2, 3-d] 

4- (N-^/V- N-3^VU7 5/) -2, 5, 6-MJ^^-7- (2, 
4, 6- M; / -7H-t°PP [2, 3-d] t c U$^^ % 

7- [tf*- (2-/ h*$^?vt/) 75/] -3- (2-^n*-4-^y^ 

n^7i-/U) -5-/9v>-3H- [1, 2, 3] hUT^n [4, 5- 

d] try 5 v?^ 

2- (N-^D/nlf/MfA'-N-^n^) 75 /- 4- (2, 4, 6- 
hU^f^7^^) 75/-6-/?vV- [1, 3, 5] M)7^ 

4- (N-^n^o Wf/P-N-^atT/l') 75/- 6- (2, 4, 6- 
MI^on7i=/l/) 75;-2, 5 -i?/ fvi^fc°y 5 

5 - / p p - 4 — (N-->^ n 7d kVl^y ^vk-N-^P fcT/V) 7^7-6- 
(2, 4, 6 - M) ^ n a7x=/V) 75 ; - 

2— [N- (2-7n^-4, 6-v^n^7i^) -N-^fvU] 757 

-4, 6 -v>/ ^try ^v?y, 

2- [N- (2-7n^-4, 6-v 5 / -N-^^/W] 75/ 
- 4-/^-6-^^ /- [l, 3, 5] MJ7^y 

7- ( 2 - 7~ p ^ - 4 , h^i/7x=^) -2, 4-^f^-7H- 

t°PP [2, 3-d] t°y 5 v^, 

7- (N-v/7nyoWf;WN-^n^l/) 75 7-2, 

3- (2, 4, 6- h V ai^/U) -2H-t°^7P [4, 3-d] t°y 

4- [N- ( 1 -Jt^/U^o tT/l/) 7 5/] - 2-/^-/1^-8- (2, 4, 6- 
hy/^/U7^=/U) 3r/y^ 

4- (N-'>^ P7P W f /V-N-70 W 5 7) -2-/^-8- 
(2, 4-^nn7x=/V) ^/ JJ .>\ 

5- /^-7- (N, N-v^T'p t/U7 5 /) -3- (2, 4, 6-hy/^ 

^7i=;i/) ^/ [3, 2-b] trys?^ 
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7- (1 -^A^P/J^vO -5-^^-3- (2, 4, 6- bV ^f/>7 
s^AO fy/p [1, 5 -a] fcrj?*S?>\ 

7- (N-^^/U-N-^^/VT^y) -2, 5—^^-3- (2, 4-v 5 

^nn7x=/V) t°7/n [l, 5 -a] fcT!J5i?>\ 

7- [N- (2-y h^v^^/V) _ N _y nt v^T^y) -2, 

-3- (2, 4-^^^!^) [1, 5-a] t°y^v>>\ 

7- [N- (1 -^fr-fv. fcVU) 7? / ] -2, 3- (2-y 

5v^-4 -y h 3 s - 7 fy^n [1, 5-a] t^^i^V, 

4- (N-^D/nt 0 ^^f^-N-7°nt:>75y) -1- (2, 4, 6- 

MJ/f;v7x^/v) -ry^yy^ 

3- (2, 4 n n y^~A-) - 5 -y ^A— 7 - (N, N-^T/n t°AT 
^y) fno [l, 2- a] fc°y$v>;/ N 

6- (2-^pc-4-^ h^>7a:^) - 9 -v^>y p/p f/V^ ^vV- 8 

5 - 3 - y fjV- 4 - ( 1 - y fvI^^vV) -1- (2, 4, 6-MJ 

^P7x^) -1, 3a, 4, 6a-rFnKP^^)/ [4, 5-c] 

5 -j^fvU- 3 - y ^f;V- 4 - (l-y^/l-y^^) -1- (2-7n^-4- 
4 V7u\f)V7 -\ , 3a, 4, 6a-fF7tFP^f^/ [4, 5 

- c] t°7y-/w 

3- [ (R) - (1-y ]>=3r^y?vU) 7°ntVU] -5-y^A—7- (2, 4, 
6-MJ ^f;V7x-/k) 7^-3H- [1, 2, 3] MJ7/d [4, 5- 
d] t°!) ^ v^V, 

3- (l-yntVW 5-y^A-7- (2-7 5 n ; t-4-^y7'nt 0 

A- 6 -y Y**sZ7^~)V) 75/-3H- [1, 2, 3] h]JTyn [4, 5 

-d] t°y 

1- (l-^^A-) 7n fc'A— 6 -y ^A— 4 - (2-ynn-4, 6-v^y^ 
^7x-/H T^y-IH- [1, 2, 3] M7y*P [4, 5-c] t:°yv>> N 
1- fcVU- 6 -y f-A- 4 - (2, 4— ✓ i 7'p ; e7x=;l/) 
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7^-lH- [1, 2, 3] hyr/n [4, 5-c] ifyv?y, 

1- (1 h^rv^^/l") /n^-6-^f/H4- (2-^A--4-^ 

h^v^^/l^) T^y-1H- [1, 2, 3] M)7/d [4, 5-c] t°y 

v?>\ 

4- (1-^ b^ri/^^-2-^ h^rv-^^/^T^ /) -2, 7- 9 J*f-As- 

8- (2, 4-^np7x^) -t°7 x /n [1, 5 -a] [1, 3, 5] h 

5- ^^-7- (N, N-^/n tVt^T^ /) -2-^^/V-3- (2, 4- 
^^na7x-/i/) fy/o [4, 3-b] t°Vi/^, 

3- (2-7 P n^-4-^y7*nt>7 i :-;l/) - 5-^f^-7-^M!Jy 
-fjyn [4, 5-d] try 5: i?y-2-°?*>. 

9- (2-7*n^-4->l'y7'n tVt^^n/I/) -6- (N — p :/p tVl'T* 
f/lz-N-Zn tVVT^y) -2, 9 - v> 1 Kn 7° y 8 

9- (2— :/n*-4--f y7°P tf/V^^V) -6- (N-y^o/ot'/M 
f^-N-T'n tVPT^ y) - 2, 7-v f ^^/^-7, 9 - v> k Kn ;7° y ^- 8 

4- (l-xf;U/D^>v') -2, 6-^^^- 2- (2, 4 ( 6-hy> 

4 _ t °^^_, lx _ 3> e-^^^p-j- ( 2 , 4, 6-hy^^7^- 
/V) t°PP [2, 3-b] t'!Jv?y, 

3- (2, 4-^no7x^) -5-^/^-7- ( 3 -^.yf/U) T^/ 

-yvw/-^ [4, 5-d] t-y^v^y 
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